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Background. Preterm birth complications are the leading cause of deaths among children <5 years of age. Studies have sug-
gested that group B Streptococcus (GBS) maternal rectovaginal colonization during pregnancy may be a risk factor for preterm 
delivery. This article is the fifth of 11 in a series. We aimed to assess the association between GBS maternal colonization and preterm 
birth in order to inform estimates of the burden of GBS.
Methods. We conducted systematic literature reviews (PubMed/Medline, Embase, Latin American and Caribbean Health 
Sciences Literature [LILACS], World Health Organization Library Information System [WHOLIS], and Scopus) and sought unpub-
lished data from investigator groups on the association of preterm birth (<37 weeks’ gestation) and maternal GBS colonization (GBS 
isolation from vaginal, cervical, and/or rectal swabs; with separate subanalysis on GBS bacteriuria). We did meta-analyses to derive 
pooled estimates of the risk and odds ratios (according to study design), with sensitivity analyses to investigate potential biases.
Results. We identified 45 studies for inclusion. We estimated the risk ratio (RR) for preterm birth with maternal GBS coloniza-
tion to be 1.21 (95% confidence interval [CI], .99–1.48; P = .061) in cohort and cross-sectional studies, and the odds ratio to be 1.85 
(95% CI, 1.24–2.77; P = .003) in case-control studies. Preterm birth was associated with GBS bacteriuria in cohort studies (RR, 1.98 
[95% CI, 1.45–2.69]; P < .001).
Conclusions. From this review, there is evidence to suggest that preterm birth is associated with maternal GBS colonization, 
especially where there is evidence of ascending infection (bacteriuria). Several biases reduce the chance of detecting an effect. Equally, 
however, results, including evidence for the association, may be due to confounding, which is rarely addressed in studies. Assessment 
of any effect on preterm delivery should be included in future maternal GBS vaccine trials.
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There are approximately 15 million preterm (<37 weeks’ gesta-
tion) births worldwide in a year; an estimated 11% of all live births 
[1]. Complications of preterm birth are the most common direct 
cause of death in children <5 years of age, accounting for 15% of 
all child deaths and 35% of all neonatal deaths worldwide [2–4]. 
Preterm birth is also an indirect contributor in approximately 
half of all neonatal deaths, through interaction with other direct 
causes such as neonatal infection [1]. Beyond this, preterm birth 
can result in long-term disability among survivors, including 
neurodevelopmental and cognitive disorders, visual and hearing 
impairment, motor disorders, risk of severe infections, and long-
term metabolic, cardiovascular, and mental health disorders [5].
Preterm birth is a risk factor for invasive bacterial disease, 
including group B Streptococcus (GBS; Streptococcus agalactiae) 
infections in the newborn [6–8]. However, evidence for the 
association between maternal colonization or infection and pre-
term birth, with bacteria such as GBS, is unclear [9, 10]. A pre-
vious systematic review investigating the association between 
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maternal GBS colonization and preterm birth demonstrated 
conflicting findings [11]. Associations were detected between 
maternal GBS colonization and preterm birth in cross-sectional 
and case-control studies, when cultures were performed at 
delivery, but not in longitudinal cohort studies, when cultures 
were performed earlier in pregnancy.
The putative mechanism for preterm birth from colonization 
and/or infection relates to specific changes in bacterial flora in 
the vagina and, in some cases, overgrowth that may increase the 
risk of ascending infection through the cervix, resulting in bacte-
rial infection of fetal membranes and decidua causing: (1) secre-
tion of proteases that degrade the extracellular matrix within the 
fetal membranes, and/or (2) a host inflammatory response with 
cytokine production, and stimulation of prostaglandin and pro-
tease synthesis, which increases uterine contractility and results 
in preterm delivery [9, 12, 13]. This is supported by recent work 
in animal models which shows that GBS produces extracellular 
membrane vesicles that, through certain virulence factors and 
toxins, lead to extraplacental membrane weakening, degradation 
of collagen, and preterm birth [14]. The authors also demon-
strated that the association with preterm birth was independent 
of having culture of GBS present in the amniotic fluid; that is, the 
extracellular membrane vesicles led to a “sterile intra-amniotic 
inflammation” that induced preterm birth [14].
This article assesses the risk of preterm birth associated with 
maternal GBS colonization (Figure 1) and is part of a supplement 
estimating the burden of GBS disease in pregnant women, still-
births, and infants, which is important in terms of public health 
policy, particularly vaccine development [15]. The supplement 
includes systematic reviews and meta-analyses on GBS coloni-
zation, and adverse outcomes associated with GBS around birth 
[16–23], which form input parameters used for estimates of the 
burden of GBS, partly through a compartmental model [24].
The specific objectives of this article are as follows:
1. To undertake a comprehensive and systematic literature 
review and meta-analyses to assess (i) the association 
between maternal GBS colonization and preterm birth, and 
(ii) the association between GBS isolated from urine or cho-
rioamnion cultures and preterm birth;
2. To assess these data to inform estimates (if appropriate) for 
the contribution of preterm birth to the total burden of GBS 
in pregnancy for women, stillbirths, and infants;
3. To evaluate the gaps in the data and recommend how to 
improve the data on the association between maternal GBS 
colonization and preterm birth.
METHODS
This article is part of a wider study protocol entitled “Systematic 
estimates of the burden of GBS worldwide in pregnant women, 
stillbirths and infants.” It was submitted for ethical approval to 
the London School of Hygiene & Tropical Medicine (reference 
citation 11966) and approved on 30 November 2016.
Definitions
Preterm delivery is defined as delivery prior to completion of 37 
weeks’ of gestation (measured by ultrasound, fundal height, or 
date of last menstrual period [LMP]). Preterm labor is defined 
as the occurrence of frequent uterine contractions (a specific 
number in a specific time period, eg, 1 every 5–8 minutes) plus 
cervical dilatation >1 cm and cervical effacement (≥50%) before 
37 weeks’ gestation (details of study characteristics are shown in 
Supplementary Materials).
Maternal GBS colonization was defined as GBS isolated from 
vaginal, cervical, and/or rectal swabs from pregnant women. 
Studies reporting maternal GBS isolation from urine or chorio-
amnion cultures were analyzed separately.
Search Strategy and Selection Criteria
We identified data through systematic review of the published 
literature and from an investigator group of clinicians, research-
ers, and relevant professional institutions worldwide. For this 
paper, we did systematic literature searches in Medline, Embase, 
Scopus, the World Health Organization Library Information 
System (WHOLIS), and Literature in the Health Sciences in Latin 
America and the Caribbean (LILACS) from 20 to 25 October 
2016, and updated these on 6 February 2017. The search terms for 
preterm delivery were consistent with those used for estimating 
the burden of preterm birth [25], including variants of the terms 
“preterm birth,” “premature,” and “preterm labor,” and were com-
bined with search terms for “GBS” or “Streptococcus agalactiae.” 
Medical subject heading (MeSH) terms were used where possi-
ble. The full list of search terms is presented in Supplementary 
Table 1. The search was limited to humans and there were no lan-
guage or date restrictions. Case reports, case series, and reviews 
were excluded, as well as studies without an appropriate com-
parison group (studies that measured preterm delivery within a 
group of women in preterm labor) (Supplementary Table 2). We 
used snowball searches of article reference lists including reviews 
to identify additional studies.
One investigator performed the database search, screened 
for duplicates and screened titles for eligibility, and selected 
abstracts to assess their eligibility for inclusion. Two inde-
pendent investigators (F. B.  J.  and M.  K. L.) assessed the 
full-length articles previously selected to determine their 
inclusion and extracted data. Where there was discrepancy 
between 2 reviewers, a third investigator (A. S.) made the 
final decision.
Studies were assessed for bias using specific criteria (study 
site, sampling and laboratory methods for GBS detection, and 
measurement of gestational age), and the effects of these criteria 
were investigated in sensitivity analyses.
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Meta-analyses and Sensitivity Analyses
Data from each study were extracted into standard Excel forms 
and imported to Stata 14 software (StataCorp) for meta-anal-
yses. We used random-effects meta-analyses to estimate risk 
ratios and odds ratios using the DerSimonian and Laird method 
[26]. Meta-analyses were done for each study design (case-con-
trol, cross-sectional, and cohort). For cohort and cross-sectional 
studies, a pooled risk ratio was calculated, and for case-control 
studies a pooled odds ratio was calculated.
We did sensitivity analyses to see if there was misclassifica-
tion in the exposure or outcome resulting in bias. These were:
1. Exposure classification: reducing misclassification through 
increasing sensitivity of detection through sample site and labora-
tory method (rectovaginal sampling and broth enrichment) [16];
2. Exposure classification: to evaluate effect of using nonse-
lective laboratory methods and cervical and upper vaginal 
sampling, which could reflect detection of more heavily colo-
nized women;
3. Exposure classification: reducing misclassification through 
including only studies where mothers were reported to have 
not used antibiotics during pregnancy or at least 1 week 
before the culture sample was taken;
4. Exposure classification: timing of sample-taking, comparing 
samples which were taken in antenatal visits or at delivery;
5. Outcome classification: reducing misclassification by including 
only studies that described how gestational age (GA) was measured 
and if methods used were LMP, fundal height, and/or ultrasound;
6. Outcome classification: reducing overestimation of effect if 
relationship is nonlinear by excluding different thresholds for 
the definition of preterm (or if definition not specified).
RESULTS
Study Selection
We identified 3617 records from databases of published lit-
erature; 1 unpublished dataset and 9 records were identified 
through snowball searches. After the selection process, 45 stud-
ies were included in this systematic review (Figure 2) (LeDoare, 
unpublished data) [27–70].
Study Characteristics
Most studies (33/45) were from developed countries, including 
8 from the United States, and 22 from Europe. There were fewer 
studies from low- and middle-income contexts (12/45), includ-
ing Africa (2), Middle-Eastern Asia (5), South-Eastern Asia 
(1), East Asia (3), and Latin America (1) (Figure 3) (LeDoare, 
unpublished data) [27, 31, 35, 41, 46, 48, 61–64, 68]. Of all 
studies, there were 11 case-control studies, 31 cohort studies 
(8 of which were retrospective cohorts), and 6 cross-sectional 
Figure 1. Preterm birth in the disease schema for group B streptococcal disease, as described by Lawn et al [15]. Abbreviations: GBS, group B Streptococcus; NE, neonatal 
encephalopathy.
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studies. Sometimes studies included >1 study design and we 
included the results for each in the appropriate meta-analysis 
[36, 46]. From these, 2 case-control studies and 9 cohort studies 
were included in the separate subanalysis on GBS bacteriuria.
In terms of the exposure, the prevalence of maternal 
GBS colonization reported in studies ranged from 1.4% to 
48.4% (median, 12.5%), and the prevalence of preterm birth 
ranged from 1.8% to 46.7% (median, 9.1%). Further details of 
the included studies are shown in Supplementary Table 3.
Meta-analyses and Sensitivity Analyses
There was some evidence of an association between maternal GBS col-
onization and preterm birth in cohort and cross-sectional studies (risk 
ratio [RR], 1.21 [95% confidence interval {CI}, .99–1.48]; P =  .061) 
Figure 3. Countries where published and unpublished data were found for the analyses. Borders of countries/territories in map do not imply any political statement.
Figure 2. Search strategy and study selection for analyzing the potential association between maternal group B Streptococcus (GBS) colonization and preterm birth.
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and in case-control studies (odds ratio [OR], 1.85 [95% CI, 1.24–2.77]; 
P = .003) (Figure 4). For the studies that used urine samples or other 
sources to identify patients as GBS carriers, there was strong evidence 
that maternal GBS bacteriuria was associated with preterm birth 
(RR, 1.98 [95% CI, 1.45–2.69], P < .001, n = 9; and OR, 1.97 [95% CI, 
.65–5.98], P = .232, n = 2, for cohort studies compared with case-con-
trol studies, respectively) (Supplementary Figures 1 and 2).
The results for all sensitivity analyses are detailed in Table 1 
and summarized below.
1. Exposure classification (sampling and laboratory fac-
tors): lower point estimate for cohort and cross-sectional 
studies using rectovaginal sampling and nonselective 
media excluded. For case-control studies, no evidence 
of an association was found, in contrast to the initial 
analysis. However, as only 3 studies were included in 
this analysis, this result may be due to reduced power to 
detect the association (Table 1; Supplementary Figures 3 
and 4).
Figure 4. Pooled estimates of association between preterm birth and maternal group B Streptococcus (GBS) colonization, split by study design. A, Cohort or cross-sectional 
studies by time of maternal GBS screening. B, Case-control studies. Abbreviations: CI, confidence interval; OR, odds ratio.
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2. Exposure classification (women with heavy colonization): 
Cohort studies using nonselective medium and sampling 
from the cervix or upper vagina (only to detect more heavily 
colonized women) showed a strong association with preterm 
delivery. Likewise, there was a strong evidence of association in 
case-control studies (Table 1; Supplementary Figures 5 and 6).
3. Exposure classification (prior antibiotic use): higher point 
estimate in both cohort and case-control studies, but no evi-
dence of association in cohort studies that excluded women 
using antibiotics. Only 4 cohort studies were included in 
sensitivity analysis, reducing the power to detect the associa-
tion (Table 1; Supplementary Figures 7 and 8).
4. Exposure classification (sample timing): The point estimate 
was higher when samples were taken during delivery/labor 
(RR, 1.43 [95% CI, .97– 2.11]), than when taken in ante-
natal visits (RR, 1.20 [95% CI, .85–1.68]), but confidence 
intervals were overlapping for both estimates (Table 1 and 
Figure 4).
5. Outcome classification (GA): Point estimates were simi-
lar to initial analysis, in studies that measured GA by LMP, 
Table 1. Pooled Estimates of Association Between Preterm Birth and Maternal Group B Streptococcus Colonization, According to Study Design, and 
Results From Sensitivity Analyses to Show Various Potential Biases in Exposure and Outcome
Meta-analysis/Sensitivity Analysis Rationale
No. of Studies 
Included Point Estimate (95% CI) P Valuea
Cohort and cross-sectional studies Main analysis from GBS isolated from vaginal, cervi-
cal, and/or rectal swabs from pregnant women
28 RR = 1.21 (.99–1.48) .061
 Exposure classification- (sam-
pling and laboratory factors)
Reducing misclassification through increasing sen-
sitivity of detection through sample site and lab-
oratory method (rectovaginal sampling and broth 
enrichment)
12 RR = 1.02 (.85–1.22) .862
 Exposure classification (heavily 
colonized women)
Using nonselective laboratory methods and cervical 
and upper vaginal sampling to evaluate effect of 
detecting more heavily colonized women
8 RR = 1.65 (1.03–2.64) .036
 Exposure classification (prior 
antibiotic use)
Reducing misclassification through including only 
studies where mothers were reported to have 
not used antibiotics during pregnancy or at least 1 
week before the culture sample was taken
4 RR = 1.48 (.61–3.62) .387
 Exposure classification (sample 
timing)
Timing of sample-taking, 
comparing samples that 
were taken in antenatal 
visits or at delivery
Antenatal screening 12 RR = 1.20 (.85–1.68) .297
At delivery or labor 10 RR = 1.43 (.97–2.11) .071
Antenatal and/or at 
delivery
5 RR = 0.96 (.74–1.23) .731
 Outcome classification (gesta-
tional age measurement)
Reducing misclassification by including only studies 
that described how gestational age was measured 
and if methods used were last menstrual period, 
fundal height, and/or ultrasound
9 RR = 1.14 (.79–1.65) .493
 Outcome classification (preterm 
definition)
Reducing overestimation of effect if relationship is 
nonlinear by excluding different thresholds for the 
definition of preterm (or if definition not specified)
23 RR = 1.07 (.92–1.25) .388
Case-control studies Main analysis from GBS isolated from vaginal, cervi-
cal, and/or rectal swabs from pregnant women
9 OR = 1.85 (1.24–2.77) .003
 Exposure classification (sam-
pling and laboratory factors)
Reducing misclassification through increasing sen-
sitivity of detection through sample site and lab-
oratory method (rectovaginal sampling and broth 
enrichment)
3 OR = 1.35 (.33–5.60) .676
 Exposure classification (heavily 
colonized women)
Using nonselective laboratory methods and cervical 
and upper vaginal sampling to evaluate effect of 
detecting more heavily colonized women
4 OR = 2.08 (1.19–3.62) .010
 Exposure classification (prior 
antibiotic use)
Reducing misclassification through including only 
studies where mothers were reported to have 
not used antibiotics during pregnancy or at least 1 
week before the culture sample was taken
5 OR = 2.32 (1.61–3.34) <.001
 Outcome classification (gesta-
tional age measurement)
Reducing misclassification by including only studies 
that described how gestational age was measured 
and if methods used were last menstrual period, 
fundal height, and/or ultrasound
3 OR = 1.86 (1.15–2.99) .011
 Outcome classification (preterm 
definition)
Reducing overestimation of effect if relationship is 
nonlinear by excluding different thresholds for the 
definition of preterm (or if definition not specified)
6 OR = 2.21 (1.59–3.08) <.001
Abbreviations: CI, confidence interval; GBS, group B Streptococcus; OR, odds ratio; RR, risk ratio.
aP value of significance test of RR = 1 or OR = 1.
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ultrasound, and/or fundal height. In case-control studies, 
where there might be recruitment bias toward more preterm 
babies included in the studies, there was still evidence of an 
association (OR, 1.86 [95% CI, 1.15–2.99]; P = .011) (Table 1; 
Supplementary Figures 9 and 10).
6. Outcome classification (preterm definition): No changes in the 
association were observed when studies with different thresh-
olds for the definition of preterm were excluded in the sensitiv-
ity analysis (Table 1; Supplementary Figures 11 and 12).
DISCUSSION
There is some evidence, from this comprehensive review, that GBS 
is associated with preterm birth. There is a consistent increase in 
risk of preterm birth in women with maternal GBS colonization, 
which is stronger in case-control studies compared to cohort or 
cross-sectional studies. In addition, where there is evidence of 
ascending infection with maternal GBS bacteriuria, the associ-
ation with preterm birth is stronger, which is biologically plau-
sible. Our findings are potentially important, and we have made 
extensive attempts to consider study design and address specific 
biases, learning from challenges in previous reviews. However, 
considerable limitations remain, and these results could still be 
affected by bias or confounding, as discussed below.
In terms of the data included, we are limited in terms of geo-
graphical distribution, with most data from high-income con-
texts, and the potential sources of bias we were able to assess 
based on reported sampling strategies, microbiological meth-
ods, and gestational age measurement.
Our sensitivity analyses are specifically aimed to address 
misclassification, but the reduction in power through exclusion 
of studies likely limited the ability to detect true association. 
Interestingly, however, in terms of sensitivity of exposure, it 
may actually be easier to detect an association when less sen-
sitive sampling methods are used. Rectovaginal sampling and 
broth enrichment increase sensitivity of detection [71] in 40% 
and 90%, respectively [16], but excluding less sensitive methods 
did not identify an association. Conversely, using nonselective 
medium and sampling from the cervix or upper vagina (less 
sensitive methods that would detect more heavily colonized 
women), showed a strong association with preterm delivery 
(RR, 1.65 [95% CI, 1.03–2.64]) for cohort and cross-sectional 
studies. This is consistent with studies reporting associations 
in women considered heavily colonized [60] and the associa-
tion we identified between maternal bacteriuria (which reflects 
denser colonization) and ascending infection, which was more 
strongly associated with preterm birth.
Our sensitivity analysis suggested that antibiotic use near or 
at delivery may also affect findings, and could bias the results 
toward the null if women with complications are given anti-
biotics and GBS is thus not detected. In future studies it will 
be important to take into account the receipt and timing of 
antibiotics in pregnancy. In terms of the timing of the sample, 
earlier sampling may increase misclassification due to reac-
quisition of bacteria, so repeated sampling through pregnancy 
could be important to test the association.
In terms of outcome measurement, uncertainty in gesta-
tional age dating will increase misclassification. This may be 
nondifferential in cohort and cross-sectional studies, which 
would bias findings toward the null, but may be differential 
in case-control studies, with recruitment bias toward more 
preterm babies included in the study and thus overestimation 
of the effect. This may account for the differences in findings 
and some uncertainty in both. Another study found no differ-
ences in the effect estimates for GBS colonization and prema-
ture delivery when measured by ultrasound or by date of LMP 
[37], but due to the small number of studies here we could not 
compare results according to the method used for gestational 
age dating. We note that the inconsistencies in GA assessment 
would be even more marked in data from middle-income and 
especially low-income contexts, where GA measurement is 
challenging; usually using fundal height and sometimes LMP. 
Given that three-quarters of preterm births are in sub-Saharan 
Africa and South Asia, more data, with consistent GA, are cru-
cial for future studies [72].
The results presented here may, however, be subject to con-
founding (due to factors associated with both maternal GBS 
colonization and preterm birth). This could change the effect 
in either direction. Adjustment for confounding factors has 
increased the effect size in several studies [27, 29, 35, 36, 62], 
but this may be context specific [16]. It is important that con-
founding factors are considered, including known risk factors 
for preterm birth such as low socioeconomic status, black race, 
low body mass index, previous preterm birth, multiple gesta-
tion, short interpregnancy interval, and the use of tobacco or 
illicit drugs [9], and risk factors for GBS colonization such as 
age at pregnancy, interpregnancy interval, previous abortions, 
and level of education [73, 74]. These should be incorporated 
into multivariable modeling strategies.
To better answer this important research question, more 
data are needed with optimized and standardized methodol-
ogies reported systematically, particularly from low- and mid-
dle-income contexts [75]. The optimal study design would be 
a large, longitudinal prospective study including multiple sites, 
with accurate exposure and outcome measurement, and repeat 
sampling at intervals in pregnancy. This should include meas-
urement of gestational age, preferably based on first-trimester 
ultrasound, samples taken from rectovaginal swabs and isolated 
in selective enrichment broth (ideally with quantification of 
GBS colonization), adjustment for use of antibiotics (including 
timing of receipt of antibiotics during pregnancy), and meas-
urement and adjustment of known risk factors for both preterm 
delivery and GBS colonization. However, this is challenging to 
achieve in health systems in low- and middle-income contexts 
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where resources are limited. An alternative approach would be 
an intervention vaccine-probe study, which would overcome 
the problems of bias and confounding and could be done as part 
of a maternal GBS vaccine study.
CONCLUSIONS
We found some evidence of an association between mater-
nal GBS colonization and preterm birth. Misclassification is 
likely to reduce the effect size of risk and/or odds ratios, so this 
may be underestimated. However, results may also be subject 
to confounding, which could influence the findings in either 
direction. Current prevention strategies (based on intrapartum 
antibiotic prophylaxis) are too late to prevent preterm birth 
associated with GBS colonization. A future maternal GBS vac-
cine targeted against maternal GBS colonization or the mech-
anism downstream of colonization leading to preterm birth, 
and administered during the appropriate timing of pregnancy, 
could be useful and should be included in any maternal GBS 
vaccine trial (Table 2).
Supplementary Data
Supplementary materials are available at Clinical Infectious Diseases online. 
Consisting of data provided by the authors to benefit the reader, the posted 
materials are not copyedited and are the sole responsibility of the authors, 
so questions or comments should be addressed to the corresponding author.
Notes
Author contributions. The concept of the estimates and the technical 
oversight of the series were led by J. E. L. and A. C. S.; F. B. J. performed the 
database searches, removed duplicates, and screened titles and abstracts for 
eligibility; M. K. L. and F. B. J. read the full texts, confirmed suitability for 
inclusion, and extracted data; data analyses were undertaken by F. B. J. and 
A. C. S.; the first draft of the manuscript and reviews were undertaken by 
F. B. J., A. C. S., J. E. L., and C. E. R; K. L. D. provided input data for the anal-
yses. The GBS Estimates Expert Advisory Group (C. J. B., L. B., C. C., M. G. 
G., P. T. H., M. I., K. L. D., S. A. M., S. K. S., S. S., A. S.-t. M., J. V.) contributed 
to the conceptual process throughout, notably on the disease schema and 
data inputs. All the authors reviewed and provided input to the manuscript.
Acknowledgments. The authors thank Claudia da Silva for administra-
tive assistance and Alegria Perez for coordinating author signatures.
Disclaimer. The findings and conclusions in this paper are those of the 
authors and do not necessarily represent the official position of any of the 
agencies or organizations listed.
Financial support. This supplement was supported by a grant to the 
London School of Hygiene & Tropical Medicine from the Bill & Melinda 
Gates Foundation (Grant ID: OPP1131158).
Supplement sponsorship.  This article appears as part of the supple-
ment “The Burden of Group B Streptococcus Worldwide for Pregnant 
Women, Stillbirths, and Children,” sponsored by the Bill & Melinda Gates 
Foundation and coordinated by the London School of Hygiene & Tropical 
Medicine.
Potential conflicts of interest. Many contributors to this supplement have 
received funding for their research from foundations, especially the Bill & 
Melinda Gates Foundation, and several from the Wellcome Trust, the Medical 
Research Council UK, the Thrasher Foundation, the Meningitis Research 
Foundation, and one individual from the US National Institutes of Health. 
Members of the Expert Advisory Group received reimbursement for travel 
expenses to attend working meetings related to this series. A. S.-t. M. works 
for the Bill & Melinda Gates Foundation. C.  J. B. has served as a member 
of the Presidential Advisory Committee for Seqirus Inc and of the CureVac 
Inc Scientific Advisory Committee, as well as undertaken consultancy work 
for Pfizer Inc. C. C. has received institutional compensation from Novartis 
for conducting GBS studies. P. T. H. has been a consultant to Novartis and 
Pfizer on GBS vaccines but received no funding for these activities. M. I. has 
undertaken sponsored research from Pfizer on pneumococcal disease in 
adults and from Belpharma Eumedica (Belgium) on temocillin antimicrobial 
susceptibility in Enterobacteriaceae. K. L. D. has received funding by the Bill 
& Melinda Gates Foundation to work on research on GBS serocorrelates of 
protection to inform vaccine trials, and travel expenses from Pfizer to attend 
a meeting on an investigator-led project on GBS. S. A. M. has collaborated on 
GBS grants funded by GlaxoSmithKline and by Pfizer and received personal 
fees for being member of its advisory committee; he has also collaborated on 
a GBS grant funded by Minervax. All other authors report no potential con-
flicts of interest. All authors have submitted the ICMJE Form for Disclosure 
of Potential Conflicts of Interest. Conflicts that the editors consider relevant 
to the content of the manuscript have been disclosed.
References
1. Blencowe H, Cousens S, Chou D, et  al; Born Too Soon Preterm Birth Action 
Group. Born too soon: the global epidemiology of 15 million preterm births. 
Reprod Health 2013; 10(suppl 1):S2.
2. United Nations Children’s Fund/World Health Organization/World Bank, 
UN-DESA Population Division. Levels and trends in child mortality—report 
2015. New York: United Nations Children’s Fund, 2015.
3. Oza S, Lawn JE, Hogan DR, Mathers C, Cousens SN. Neonatal cause-of-death 
estimates for the early and late neonatal periods for 194 countries: 2000–2013. 
Bull World Health Organ 2015; 93:19–28.
4. Liu L, Oza S, Hogan D, et al. Global, regional, and national causes of child mor-
tality in 2000–2013, with projections to inform post-2015 priorities: an updated 
systematic analysis. Lancet 2015; 385:430–40.
5. Blencowe H, Lee ACC, Cousens S, et al. Preterm birth-associated neurodevelop-
mental impairment estimates at regional and global levels for 2010. Pediatr Res 
2013; 74:17–34.
Table 2. Key Findings and Implications
What’s new about this?
• This systematic review is the most comprehensive review to date evaluating the association between GBS maternal colonization and preterm delivery, and 
includes results from 45 studies, split by study design, and 6 sensitivity analyses to assess biases.
What was the main finding?
• There is some evidence to suggest that GBS maternal colonization is associated with preterm birth, with cohort/cross-sectional studies suggesting a 20% 
increased risk and case-control studies an 80% increased risk. Evidence of ascending infection (bacteriuria) carries a higher risk of preterm delivery.
How can the data be improved?
• Most of the biases assessed (such as detection of maternal GBS colonization), are likely to bias to the null. However, some biases (eg, recruitment bias for 
case-control studies), may bias results and overestimate the effect size. Confounding could increase or decrease the effect size, and this may vary in differ-
ent contexts. Large longitudinal prospective studies that address these biases, confounding, and with accurate exposure and outcome measurement are 
needed, especially in low- and middle-income contexts.
What does it mean for policy and programs?
• Maternal GBS vaccine could reduce preterm birth if associated with maternal GBS colonization, and a vaccine probe study could provide a more definitive 
answer to this research question.
Abbreviation: GBS, group B Streptococcus.
Downloaded from https://academic.oup.com/cid/article-abstract/65/suppl_2/S133/4589591
by St George's University of London user
on 17 November 2017
Preterm Birth Associated With GBS Maternal Colonization • CID 2017:65 (Suppl 2) • S141
6. Lin FY, Weisman LE, Troendle J, Adams K. Prematurity is the major risk factor for 
late-onset group B Streptococcus disease. J Infect Dis 2003; 188:267–71.
7. Schuchat A. Group B Streptococcus. Lancet 1999; 353:51–6.
8. Oddie S, Embleton ND. Risk factors for early onset neonatal group B streptococ-
cal sepsis: case-control study. BMJ 2002; 325:308.
9. Goldenberg RL, Culhane JF, Iams JD, Romero R. Epidemiology and causes of pre-
term birth. Lancet 2008; 371:75–84.
10. Cunnington M, Kortsalioudaki C, Heath P. Genitourinary pathogens and preterm 
birth. Curr Opin Infect Dis 2013; 26:219–30.
11. Valkenburg-van den Berg AW, Sprij AJ, Dekker FW, Dörr PJ, Kanhai HH. 
Association between colonization with Group B Streptococcus and preterm deliv-
ery: a systematic review. Acta Obstet Gynecol Scand 2009; 88:958–67.
12. Parry S, Strauss JF 3rd. Premature rupture of the fetal membranes. N Engl J Med 
1998; 338:663–70.
13. Pararas MV, Skevaki CL, Kafetzis DA. Preterm birth due to maternal infection: 
causative pathogens and modes of prevention. Eur J Clin Microbiol Infect Dis 
2006; 25:562–9.
14. Surve MV, Anil A, Kamath KG, et al. Membrane vesicles of group B Streptococcus dis-
rupt feto-maternal barrier leading to preterm birth. PLoS Pathog 2016; 12:e1005816.
15. Lawn JE, Bianchi-Jassir F, Russell N, et al. Group B streptococcal disease world-
wide for pregnant women, stillbirths, and children: why, what, and how to under-
take estimates? Clin Infect Dis 2017; 65(suppl 2):S89–100.
16. Russell N, Seale AC, O’Driscoll M, et  al. Maternal colonization with group 
B Streptococcus and serotype distribution worldwide: systematic review and 
meta-analyses. Clin Infect Dis 2017; 65(suppl 2):S100–11.
17. Hall J, Hack Adams N, Bartlett L, et al. Maternal disease with group B Streptococcus 
and serotype distribution worldwide: systematic review and meta-analyses. Clin 
Infect Dis 2017; 65(suppl 2):S112–24.
18. Seale AC, Blencowe H, Bianchi-Jassir F, et al. Stillbirth with group B streptococcal 
disease worldwide: systematic review and meta-analyses. Clin Infect Dis 2017; 
65(suppl 2):S125–32.
19. Le Doare K, O’Driscoll M, Turner K, et al. Intrapartum antibiotic chemoprophy-
laxis policies for the prevention of group B streptococcal disease worldwide: sys-
tematic review. Clin Infect Dis 2017; 65(suppl 2):S143–51.
20. Russell N, Seale AC, O’Sullivan C, et  al. Risk of early-onset neonatal group B 
streptococcal disease with maternal colonization worldwide: systematic review 
and meta-analyses. Clin Infect Dis 2017; 65(suppl 2):S152–9.
21. Madrid L, Seale AC, Kohli-Lynch M, et al. Infant group B streptococcal disease 
incidence and serotypes worldwide: systematic review and meta-analyses. Clin 
Infect Dis 2017; 65(suppl 2):S160–72.
22. Tann CJ, Martinello K, Sadoo S, et  al. Neonatal encephalopathy with group B 
streptococcal disease worldwide: systematic review, investigator group datasets, 
and meta-analysis. Clin Infect Dis 2017; 65(suppl 2):S173–89.
23. Kohli-Lynch M, Russell N, Seale AC, et al. Neurodevelopmental impairment in 
children after group B streptococcal disease worldwide: systematic review and 
meta-analyses. Clin Infect Dis 2017; 65(suppl 2):S190–9.
24. Seale AC, Bianchi-Jassir F, Russell N, et al. Estimates of the burden of group B 
streptococcal disease worldwide for pregnant women, stillbirths, and children. 
Clin Infect Dis 2017; 65(suppl 2):S200–19.
25. Blencowe H, Cousens S, Oestergaard MZ, et  al. National, regional, and world-
wide estimates of preterm birth rates in the year 2010 with time trends since 
1990 for selected countries: a systematic analysis and implications. Lancet 2012; 
379:2162–72.
26. DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin Trials 1986; 
7:177–88.
27. Aali B, Abdollahi H, Nakhaee N, Davazdahemami Z, Mehdizadeh A. The asso-
ciation of preterm labor with vaginal colonization of group B streptococci. Iran J 
Reprod Med 2007; 5:191–4.
28. Agger WA, Siddiqui D, Lovrich SD, et al. Epidemiologic factors and urogenital 
infections associated with preterm birth in a midwestern U.S. population. Obstet 
Gynecol 2014; 124:969–77.
29. Allen U, Nimrod C, Macdonald N, Toye B, Stephens D, Marchessault V. 
Relationship between antenatal group B streptococcal vaginal colonization and 
premature labour. Paediatr Child Health 1999; 4:465–9.
30. Anderson BL, Simhan HN, Simons KM, Wiesenfeld HC. Untreated asympto-
matic group B streptococcal bacteriuria early in pregnancy and chorioamnionitis 
at delivery. Am J Obstet Gynecol 2007; 196:524.e1–e5.
31. Choi SJ, Park SD, Jang IH, Uh Y, Lee A. The prevalence of vaginal microorganisms 
in pregnant women with preterm labor and preterm birth. Ann Lab Med 2012; 
32:194–200.
32. Citernesi A, Formica G, Caruso S, Curiel P. Vaginal colonization of Streptococcus 
B in pregnancy. Minerva Ginecol 1996; 48:227–33.
33. Dahan-Saal J, Gérardin P, Robillard PY, et  al. Determinants of group B 
Streptococcus maternal colonization and factors related to its vertical perinatal 
transmission: case-control study. Gynecol Obstet Fertil 2011; 39:281–8.
34. Daskalakis G, Papapanagiotou A, Mesogitis S, Papantoniou N, Mavromatis K, 
Antsaklis A. Bacterial vaginosis and group B streptococcal colonization and pre-
term delivery in a low-risk population. Fetal Diagn Ther 2006; 21:172–6.
35. Discacciati MG, Simoes JA, Silva MG, et al. Microbiological characteristics and 
inflammatory cytokines associated with preterm labor. Arch Gynecol Obstet 
2011; 283:501–8.
36. Feikin DR, Thorsen P, Zywicki S, Arpi M, Westergaard JG, Schuchat A. Association 
between colonization with group B streptococci during pregnancy and preterm 
delivery among Danish women. Am J Obstet Gynecol 2001; 184:427–33.
37. Garland SM, Kelly N, Ugoni AM. Is antenatal group B streptococcal carriage 
a predictor of adverse obstetric outcome? Infect Dis Obstet Gynecol 2000; 
8:138–42.
38. Gerards LJ, Cats BP, Hoogkamp-Korstanje JA. The influence of group B strepto-
coccal-carriership on pregnancy outcome. J Perinat Med 1982; 10:279–85.
39. Gojnic M, Pervulov M, Boskovic V, et al. Bacterial infections—the cause of pre-
term delivery. Clin Exp Obstet Gynecol 2005; 32:35–6.
40. Håkansson S, Axemo P, Bremme K, et  al; Swedish Working Group for the 
Prevention of Perinatal Group B Streptococcal Infections. Group B streptococcal 
carriage in Sweden: a national study on risk factors for mother and infant coloni-
sation. Acta Obstet Gynecol Scand 2008; 87:50–8.
41. Hassanzadeh P, Motamedifar M, Gharaghani MN. Carriage rate of group B strep-
tococci in pregnant women in three teaching hospitals in Shiraz, Iran. Med Princ 
Pract 2011; 20:277–82.
42. Hastings MJ, Easmon CS, Neill J, Bloxham B, Rivers RP. Group B streptococcal 
colonisation and the outcome of pregnancy. J Infect 1986; 12:23–9.
43. Hillier SL, Krohn MA, Kiviat NB, Watts DH, Eschenbach DA. Microbiologic 
causes and neonatal outcomes associated with chorioamnion infection. Am J 
Obstet Gynecol 1991; 165:955–61.
44. Jones N, Oliver K, Jones Y, Haines A, Crook D. Carriage of group B Streptococcus 
in pregnant women from Oxford, UK. J Clin Pathol 2006; 59:363–6.
45. Joshi AK, Chen CI, Turnell RW. Prevalence and significance of group B 
Streptococcus in a large obstetric population. CMAJ 1987; 137:209–11.
46. Kessous R, Weintraub AY, Sergienko R, et  al. Bacteruria with group-B 
Streptococcus: is it a risk factor for adverse pregnancy outcomes? J Matern Fetal 
Neonatal Med 2012; 25:1983–6.
47. Khalil MR, Uldbjerg N, Thorsen P, Kjolseth Moller J. Bacteriuria with group 
B Streptococcus and preterm birth: a cohort study. Am J Obstet Gynecol 2015; 
131:E493.
48. Kim DH, Kim YN, Jeong EJ, et al. The prevalence of group B Streptococcus (GBS) 
colonization in Korean pregnant women using selective culture media. Am J 
Obstet Gynecol 2015; 131:E473.
49. Kovachev E, Markova V, Bozhkova K, Popova A, Tsvetkova S, Cherneva S. Is there 
a correlation between the vaginal colonization with group B streptococci and pre-
mature deliveries?. Akush Ginekol (Sofiia) 2003; 42(suppl 2):3–5.
50. Lamont RF, Taylor-Robinson D, Newman M, Wigglesworth J, Elder MG. 
Spontaneous early preterm labour associated with abnormal genital bacterial col-
onization. Br J Obstet Gynaecol 1986; 93:804–10.
51. Martius J, Krohn MA, Hillier SL, Stamm WE, Holmes KK, Eschenbach DA. 
Relationships of vaginal Lactobacillus species, cervical Chlamydia trachomatis, 
and bacterial vaginosis to preterm birth. Obstet Gynecol 1988; 71:89–95.
52. Matorras R, Garcia Perea A, Omeñaca F, Usandizaga JA, Nieto A, Herruzo R. 
Group B Streptococcus and premature rupture of membranes and preterm deliv-
ery. Gynecol Obstet Invest 1989; 27:14–8.
53. McKenzie H, Donnet ML, Howie PW, Patel NB, Benvie DT. Risk of preterm deliv-
ery in pregnant women with group B streptococcal urinary infections or urinary 
antibodies to group B streptococcal and E.  coli antigens. Br J Obstet Gynaecol 
1994; 101:107–13.
54. Mikhova M, Ivanov S, Nikolov A, et  al. Cervicovaginal infections during 
pregnancy as a risk factor for preterm delivery. Akush Ginekol (Sofiia) 2007; 
46:27–31.
55. Minkoff H, Grunebaum AN, Schwarz RH, et al. Risk factors for prematurity and 
premature rupture of membranes: a prospective study of the vaginal flora in preg-
nancy. Am J Obstet Gynecol 1984; 150:965–72.
56. Møller M, Thomsen AC, Borch K, Dinesen K, Zdravkovic M. Rupture of fetal 
membranes and premature delivery associated with group B streptococci in urine 
of pregnant women. Lancet 1984; 2:69–70.
57. Persson K, Bjerre B, Elfström L, Polberger S, Forsgren A. Group B streptococci 
at delivery: high count in urine increases risk for neonatal colonization. Scand J 
Infect Dis 1986; 18:525–31.
58. Petersen KB, Johansen HK, Rosthøj S, Krebs L, Pinborg A, Hedegaard M. 
Increasing prevalence of group B streptococcal infection among pregnant women. 
Dan Med J 2014; 61:A4908.
59. Regan JA, Chao S, James LS. Premature rupture of membranes, preterm delivery, 
and group B streptococcal colonization of mothers. Am J Obstet Gynecol 1981; 
141:184–6.
Downloaded from https://academic.oup.com/cid/article-abstract/65/suppl_2/S133/4589591
by St George's University of London user
on 17 November 2017
S142 • CID 2017:65 (Suppl 2) • Bianchi-Jassir et al
60. Regan JA, Klebanoff MA, Nugent RP, et al. Colonization with group B strepto-
cocci in pregnancy and adverse outcome. VIP Study Group. Am J Obstet Gynecol 
1996; 174:1354–60.
61. Schwab FD, Zettler EK, Moh A, Schötzau A, Gross U, Günthert AR. Predictive 
factors for preterm delivery under rural conditions in post-tsunami Banda Aceh. 
J Perinat Med 2016; 44:511–5.
62. Seale AC, Koech AC, Sheppard AE, et al. Maternal colonization with Streptococcus 
agalactiae and associated stillbirth and neonatal disease in coastal Kenya. Nat 
Microbiol 2016; 1:16067.
63. Seoud M, Nassar AH, Zalloua P, et al. Prenatal and neonatal group B Streptococcus 
screening and serotyping in Lebanon: incidence and implications. Acta Obstet 
Gynecol Scand 2010; 89:399–403.
64. Seyyed EZ, Toossi E, Jalalvand A, Sajadi M. Group B streptococci investigation in 
pre-term labors. Med Arch 2013; 67:124–5.
65. Sweet RL, Landers DV, Walker C, Schachter J. Chlamydia trachomatis infection 
and pregnancy outcome. Am J Obstet Gynecol 1987; 156:824–33.
66. Thomsen AC, Mørup L, Hansen KB. Antibiotic elimination of group-B strepto-
cocci in urine in prevention of preterm labour. Lancet 1987; 1:591–3.
67. Tsolia M, Psoma M, Gavrili S, et al. Group B Streptococcus colonization of Greek 
pregnant women and neonates: prevalence, risk factors and serotypes. Clin 
Microbiol Infect 2003; 9:832–8.
68. Tsui MH, Ip M, Ng PC, Sahota DS, Leung TN, Lau TK. Change in prevalence of 
group B Streptococcus maternal colonisation in Hong Kong. Hong Kong Med J 
2009; 15:414–9.
69. White CP, Wilkins EG, Roberts C, Davidson DC. Premature delivery and group B 
streptococcal bacteriuria. Lancet 1984; 2:586.
70. Wilk K, Sikora J, Bakon I, et al. Significance of group B Streptococcus (GBS) infec-
tions in parturient women. Ginekol Pol 2003; 74:463–7.
71. Centers for Disease Control and Prevention. Prevention of perinatal group B 
streptococcal disease—revised guidelines from CDC, 2010. MMWR Recomm 
Rep 2010; 59.
72. Quinn JA, Munoz FM, Gonik B, et  al; Brighton Collaboration Preterm Birth 
Working Group. Preterm birth: case definition and guidelines for data collection, 
analysis, and presentation of immunisation safety data. Vaccine 2016; 34:6047–56.
73. Kim EJ, Oh KY, Kim MY, et al. Risk factors for group B Streptococcus colonization 
among pregnant women in Korea. Epidemiol Health 2011; 33:e2011010.
74. Regan JA, Klebanoff MA, Nugent RP. The epidemiology of group B streptococ-
cal colonization in pregnancy. Vaginal Infections and Prematurity Study Group. 
Obstet Gynecol 1991; 77:604–10.
75. Vandenbroucke JP, von Elm E, Altman DG, et al; STROBE Initiative. Strengthening 
the Reporting of Observational Studies in Epidemiology (STROBE): explanation 
and elaboration. PLoS Med 2007; 4:e297.
Downloaded from https://academic.oup.com/cid/article-abstract/65/suppl_2/S133/4589591
by St George's University of London user
on 17 November 2017
